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Treatment of severe asthma is often complex owing to 
marked disease burden, leading 30%-40% of patients to 
require maintenance oral corticosteroids (OCS). Several 
recently approved biologic therapies for severe asthma enable 
an appropriate corticosteroid-sparing strategy when added to 
standard of care. Mepolizumab is a humanized monoclonal 
antibody against IL-5 licensed for the treatment of severe 
eosinophilic asthma (SEA) [1,2].

The benefit of mepolizumab in reducing the frequency 
of exacerbations and the dose of OCS has been proven in 
randomized controlled clinical trials and, more recently, in 
real-life studies [2].

Specif ical ly,  f indings  f rom 2 large  placebo-
controlled trials in the clinical development program of 
mepolizumab (DREAM, NCT01000506 [1] and MENSA, 
NCT01691521) [3] have shown clinically significant 
reductions in asthma exacerbation rates after treatment with 
mepolizumab in patients with SEA. Furthermore, the clinical 
benefit of mepolizumab in reducing oral corticosteroid 
doses was demonstrated in the SIRIUS OCS-sparing study 
(Oral Glucocorticoid-Sparing Effect of Mepolizumab in 
Eosinophilic Asthma Study) [4]. Modelling analysis in 
the DREAM study identified blood eosinophil count as a 
predictor of response to mepolizumab; hence, patients with 
severe asthma in the subsequent MENSA study were selected 
based on their blood eosinophil count to fulfil the eosinophilic 
phenotype criterion.

PRACTITIONER'S CORNER 
CASE REPORTS

The search for new biomarkers of early response to 
biologics in severe asthma is ongoing, and in some studies, 
the use of maintenance OCS has been proposed as a potential 
predictor of response. In a recent post hoc analysis by Bleecker 
et al [5], the OCS maintenance dose predicted the efficacy of 
benralizumab in terms of fewer exacerbations and improved 
FEV1. However, the influence of OCS on blood eosinophil 
levels is well-known, and their use as maintenance treatment 
makes it difficult to establish a common threshold to define 
eosinophilia. Consequently, we believe it is necessary to 
evaluate the efficacy of biological therapies in relation to OCS 
use and to blood eosinophil levels [6].

We assessed the role of maintenance OCS in reducing the 
exacerbation rate with mepolizumab in patients with SEA 
stratified by baseline blood eosinophil levels.

We performed a post hoc analysis using exacerbation data 
from the DREAM study (N=616; mepolizumab at 75 mg IV, 
250 mg IV, and 750 mg IV) and the MENSA study (N=576; 
mepolizumab at 75 mg IV and 100 mg SC), in which baseline 
maintenance OCS were taken by 188 (31%) and 144 (25%) 
patients, respectively. Baseline data on eosinophil levels and 
use of maintenance OCS were necessary for patients to be 
included in this post hoc analysis. Patients were excluded if 
they had baseline blood eosinophil levels <150/µL.

Patients were divided into 8 groups according to their 
baseline eosinophil levels (cells/µL) on the one hand (≥150-
300, ≥300-500, ≥500, all patients, ie, 4 groups) and according 
to OCS maintenance use (yes/no) on the other (Table).

 In order to model the response variable due to the 
dispersion of the data, the exacerbation rates were analyzed 
using a negative binomial regression model (SAS). Explanatory 
covariates included treatment group, exacerbations in the year 
prior to the study (as an ordinal variable), baseline FEV1, 
study, region, and logarithm of time on treatment as an offset 
variable. This model was fitted for the 8 subgroups based on 
the baseline eosinophil levels and the baseline maintenance 
OCS (see above). 

Of the 1192 patients included in the DREAM and MENSA 
studies, 920 had blood eosinophil levels ≥150/µL (analysis 
population) and were eventually included in this post hoc 
analysis; 278 received placebo and 642 mepolizumab. 

Demographic characteristics were similar in both 
studies and in the analysis population. Exacerbation rate 
reductions with mepolizumab were similar between OCS-
treated patients (n=243) and patients who did not receive 
OCS (n=677). The results show greater reductions at higher 
baseline eosinophil counts (groups 3>2>1, and groups 7>6>5, 
respectively) (Table), which were maintained in both the 
total and disaggregated analyses. The role of mepolizumab 
in reducing the number of exacerbations seems not to be 
affected by baseline OCS treatment (the ratios in groups 4 
and 8 are similar). 
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Several studies have evaluated the influence of OCS 
maintenance use on the clinical benefit of mepolizumab in 
terms of reducing exacerbations [7,8]. One of these was 
conducted using data from MENSA and from the MUSCA 
study and assessed the annual rate of clinically significant 
exacerbations in patients receiving mepolizumab 100 mg 
SC or placebo according to the use of maintenance OCS [8]. 

The results of these studies are consistent with ours 
and reveal that previous maintenance OCS have no effect 
on reduction of the exacerbation rate with mepolizumab. 
Nonetheless, the higher eosinophil levels are associated 
with a better response to mepolizumab in the form of a 
reduction in the exacerbation rate [9], as reported for other 
biologics [10].

The present study did not aim to evaluate the capacity of 
mepolizumab to reduce or suspend OCS, which was previously 
demonstrated in the SIRIUS study [4]. Moreover, the response 
to a biologic is based on improvement in parameters other than 
exacerbations, which were not analyzed here. Nonetheless, 
exacerbations are one of the most relevant criteria when 
evaluating drug efficacy in severe asthma. When considering 
biological options for corticosteroid-dependent asthmatics, 
the fact that OCS-dependent patients respond as well to 
mepolizumab as non–OCS-dependent patients in terms of 
a reduced exacerbation rate constitutes an advantage of 
mepolizumab.

Several aspects of our study require further discussion. We 
performed a post hoc analysis in which the sample size of each 
group was small. A randomized study with a sufficiently large 
sample to assess the endpoint of interest would be required 
to obtain more conclusive results and thus minimize the 
possibility of false positives and false negatives.

Table. Annual Exacerbation Rates According to Baseline OCS Use Stratified by Baseline Blood Eosinophil Levels  

Baseline Baseline blood eosinophil count  150-300/µL 300-500/µL ≥500/µL All 
maintenance OCS

Yes n=243 (groups 1-4)  1. 20/56 2. 18/50 3.33/66 4.71/172 
 (Placebo /Mepolizumab) 
 Annual exacerbation rate 
  Placebo 2.57 2.30 3.11 2.84 
  Mepolizumab 1.57 1.26 0.99 1.29 
  Rate ratio  0.59 0.55 0.32 0.45  
  Mepolizumab/Placebo 95% CI (0.31-1.11) (0.29-1.05) (0.20-0.51) (0.33-0.63) 
No n= 677 (groups 5-8) 5.66/168 6.58/130 7.83/172 8.207/470 
 (Placebo/Mepolizumab) 
 Annual exacerbation rate 
  Placebo 1.04 1.45 2.25 1.65 
  Mepolizumab 0.77 0.99 0.66 0.81 
  Rate ratio 0.72 0.68 0.30 0.49 
  Mepolizumab/Placebo 95% CI (0.42-1.22) (0.44-1.05) (0.21-0.42) (0.38-0.63)
All n= 920 (Placebo/Mepolizumab) 86/224 76/180 116/238 278/642
 Annual exacerbation rate Placebo 1.41 1.64 2.49 1.94 
  Mepolizumab 0.95 1.06 0.75 0.92 
  Rate ratio 0.67 0.64 0.30 0.48 
  Mepolizumab/Placebo 95% CI (0.45-1.01) (0.45-0.92) (0.23-0.40) (0.39-0.58)

Abbreviations: OCS, oral corticosteroid.

The effect of maintenance OCS on blood eosinophil levels 
is well documented. Our post hoc analysis indicates that, in 
corticosteroid-dependent patients, the benefit of mepolizumab 
in terms of reducing exacerbations seems not to be influenced 
by previous maintenance OCS. However, our results should 
be interpreted with caution considering the small sample size.

Funding

GSK funded this post hoc analysis of studies NCT01000506 
and NCT01691521.

Conflicts of Interest

MG Sánchez-Herrero, S Joksaite, and D Bañas are 
employees of GSK. A de Andrés was an employee of GSK at 
the time this analysis was conducted. The remaining authors 
declare that they have no conflicts of interest.

Previous Presentations

This work was presented as a poster during the ISAF 
Congress, Madrid, November 2018.

References

1. Pavord ID, Korn S, Howarth P, Bleecker ER, Buhl R, Keene ON, 
et al. Mepolizumab for severe eosinophilic asthma (DREAM): 
a multicentre, double-blind, placebo-controlled trial. Lancet. 
2012;380 (9842):651-9.

2. Harvey ES, Langton D, Katelaris C, Stevens S, Farah CS, 
Gillman A, et al. Mepolizumab effectiveness and identification 



Practitioner's Corner – Case Reports150

J Investig Allergol Clin Immunol 2022; Vol. 32(2): 141-164 © 2022 Esmon Publicidad

of super-responders in severe asthma. Eur Respir J. 
2020;55(5):1902420.

3. Ortega H, Liu MC, Pavord ID, Brusselle GG, FitzGerald JM, 
Chetta A, et al. Mepolizumab treatment in patients with 
severe eosinophilic asthma. N Engl J Med. 2014;371:1198-
207.

4. Bel EH, Wenzel SE, Thompson PJ, Prazma CM, Keene ON, Yancey 
SW, et al. Oral Glucocorticoid-Sparing Effect of Mepolizumab 
in Eosinophilic Asthma. N Engl J Med. 2014;371:1189-97.

5. Bleecker ER, Wechsler ME, M FitzGerald J, Menzies-Gow A, 
Wu Y, Hirsch I, et al. Baseline patient factor impact on the 
clinical efficacy of benralizumab for severe asthma. Eur Respir 
J. 2018;18;52(4):pii:1800936.

6. Holguin F, Cardet JC, Chung KF, Diver S, Ferreira DS, Fitzpatrick 
A, et al. Management of Severe Asthma: a European 
Respiratory Society/American Thoracic Society Guideline. Eur 
Respir J. 2020;55:1900588.

7. Prazma CM, Wenzel S, Barnes N, Douglass JA, Hartley BF, 
Ortega H. Characterization of an OCS-dependent severe 
asthma population treated with mepolizumab. Thorax. 
2014;69:1141-2.

8. Chupp GL, Bradford ES, Albers FC, Bratton DJ, Wang-Jairaj J, 
Nelsen LM, et al. Efficacy of mepolizumab add-on therapy on 
health-related quality of life and markers of asthma control in 
severe eosinophilic asthma (MUSCA): a randomised, double-
blind, placebo-controlled, parallel group, multicentre, phase 
3b trial. Lancet Respir Med. 2017;5(5):390-400.  

9. Ortega H, et al. Severe eosinophilic asthma treated with 
mepolizumab stratified by baseline eosinophil thresholds: a 
secondary analysis of the DREAM and MENSA studies. Respir 
Med. 2016;4(7):549-56.

10. Castro M, Zangrilli J, Wechsler ME, Bateman ED, Brusselle 
GG, Bardin P, et al. Reslizumab for inadequately controlled 
asthma with elevated blood eosinophil counts: results from 
two multicentre, parallel, double-blind, randomised, placebo-
controlled, phase 3 trials. Lancet Respir Med. 2015;3:355-66.

Anaphylaxis due to Ingestion of Silene vulgaris

Haroun-Díaz E1, Torres Rojas I1, Blanca-López N1, Somoza 
Álvarez ML1, Martín-Pedraza L1, Ruano FJ1, Vázquez de la Torre 
M1, Cuesta-Herranz J2, Bartolomé B3, Blanca M1, Canto G1

1Allergy Department, Infanta Leonor University Hospital, Madrid, 
Spain
2Allergy Department, Fundación Jiménez Díaz. Madrid, Spain
3R+D Department, Roxall, Bilbao, Spain

J Investig Allergol Clin Immunol 2022; Vol. 32(2): 150-152 
doi: 10.18176/jiaci.0715

Key words: Food allergy. Anaphylaxis. Wild edible plants. Silene vulgaris. 
Maiden’s tears.

Palabras clave: Alergia a alimentos. Anafilaxia. Plantas silvestres 
comestibles. Silene vulgaris. Colleja.

Silene vulgaris, commonly known as maiden’s tears, is a 
herbaceous plant belonging to the Caryophyllaceae family [1]. 
It grows in poorly tilled land in Mediterranean countries (Europe 
and northern Africa), west-central Asia, and North America. 
A commonly consumed plant gathered in the wild or farmed, 
S vulgaris has a range of medicinal and cosmetic uses and is 
also grown as an ornamental. The tender leaves of this plant 
may be eaten raw in salads, while mature leaves are usually 
fried or boiled to be used as ingredients in stews or omelettes. 
It is considered a delicacy owing to the small size of its leaves, 
thus requiring many plants for a single human serving. 

A 69-year-old man developed generalized urticaria, cough, 
dyspnea, nausea, vomiting, and facial angioedema within 
10 minutes of eating cooked S vulgaris, strawberries, and 
bee pollen. He visited the emergency department where he 
was treated with dexchlorpheniramine and corticosteroids, 
and his symptoms resolved within 7 hours of admission. No 
other drugs or cofactors were associated with the episode. 
He had consumed bee pollen daily and, until this episode, 
ate strawberries and S vulgaris without symptoms. Since 
the reaction, he has avoided bee pollen and S vulgaris but 
has tolerated the following: strawberries, legumes, and other 
vegetables such as lettuce, spinach, Swiss chard, asparagus, 
broccoli, and avocado; fruits including peach, banana, and 
apple; peanuts and other nuts; and other edible wild plants 
such as coriander, parsley, oregano, and thyme. Prior to this 
reaction, the patient had a 35-year history of mild pollen-
induced seasonal rhinoconjunctivitis.

Skin prick testing (SPT) performed with a battery of 
common aeroallergens (pollens, dust mites, molds, and animal 
dander) (Roxall, LETI Pharma) showed a positive response 
(wheal ≥3 mm) to various pollens (Cupressus arizonica, 
Olea europaea, Artemisia vulgaris, Lolium perenne, Dactylis 
glomerata, Salsola kali). 

SPTs to legume extracts (Roxall) were positive for green 
bean (5×4 mm) and mustard (4×6 mm) and negative for pea, 
chickpea, white bean, lentil, and soybean. 
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